Methotrexate forms one of the main drugs in the pharmacological management of rheumatoid arthritis, psoriasis, and some neoplastic diseases. Methotrexate rarely causes cutaneous ulceration and most cases are reported in patients with psoriasis and have been accompanied by pancytopenia. The author here reports occurrence of multiple (two) cutaneous ulcers due to methotrexate in a nonpsoriatic patient. The patient was on methotrexate for seronegative rheumatoid arthritis for 10 years. To the best of the Author's knowledge, this is a rare case of cutaneous ulceration due to methotrexate in a nonpsoriatic patient reported in the literature so far, and probably one of its kind without pancytopenia or other hematological abnormalities. Stopping this medication led to complete healing of the ulcerated lesion in about four to six weeks.
INTRODUCTION
Methotrexate has been widely used in the treatment of rheumatoid arthritis. It has a number of adverse effects, and among the cutaneous effects, skin erosions and ulceration are rare. They have been mainly reported among patients with psoriasis. Cutaneous ulceration among nonpsoriatic patients are rare and only five cases have been reported in world literature so far to the best of our knowledge. Here, the author presents a rare case of two nonhealing cutaneous ulcers in a nonpsoriatic patient without pancytopenia, which showed almost complete recovery after six weeks after stopping methotrexate in a patient with seronegative rheumatoid arthritis.
CASE REPORT
A 78-year-old nondiabetic male, presented with two chronic nonhealing ulcers of six months duration, one on the posterior part of left lower leg, measuring 3.3 × 1.8 cm with a fibrinous base and a second cutaneous ulcer on the anterior part of right leg, measuring 3.0 × 2.0 cm with a fibrinous base [ Figure 1 ]. The patient reported a sensation of tightness in and around the ulcer sites with increasing severity. Both ulcers had thick nonhealing edges with a punched out appearance. The patient had been administered previously with various medications, including various types of antibiotics for six months with no improvement in the healing of the ulcers. He was on Tab. methotrexate 15 mg once-a-week for seronegative rheumatoid arthritis from past 10 years. He had no history of psoriasis at any time. He underwent complete blood investigations, which showed no pancytopenia or any other significant hematological abnormality. Culture and sensitivity tests from ulcer sites were repeatedly sterile for bacteria and fungi. Venous and arterial doppler studies of both lower limbs were done to exclude peripheral vascular disease and were normal. In view of underlying rheumatoid arthritis, a biopsy of both the ulcers was performed. 
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This is an open access article distributed under the terms of the Creative Commons Attribution-NonCommercial-ShareAlike 3.0 License, which allows others to remix, tweak, and build upon the work non-commercially, as long as the author is credited and the new creations are licensed under the identical terms. or granulomatous lesions [ Figure 2 ]. After extensively reviewing the clinical and investigational findings, it was found that the appearance and characteristics of the ulcers resembled those of methotrexate-induced ulcer previously reported in the literature. After a detailed discussion with the patient, methotrexate was stopped and the ulcerated lesion was closely monitored. Also, the patient was monitored for any exacerbation of rheumatoid arthritis. Two weeks after withdrawal of methotrexate, the ulcer showed definite signs of healing and by six weeks it was almost complete healed [ Figure 3] . No other significant adjunctive wound healing measures were given. There was no exacerbation of symptoms of rheumatoid arthritis. Subsequent to complete ulcer healing, the patient was started on Tab. hydroxychloroquin on the advice of the rheumatologist to prevent recurrence of arthritis. The patient is being followed up from the past three months and remains asymptomatic with no recurrence of ulcers or joint pains.
The dramatic healing of the chronic ulcer beginning within about two weeks after stopping methotrexate in the absence of any other adjunctive wound healing measures lends evidence to methotrexate being responsible for causation of the chronic ulcers.
DISCUSSION
Methotrexate is the mainstay of treatment for autoimmune conditions such as rheumatoid arthritis and psoriasis. Methotrexate has numerous side effects and, in rare circumstances, can lead to cutaneous ulceration. Stopping this medication can lead to complete healing of the ulcerated lesion. Cutaneous erosions are reported to herald impending pancytopenia in methotrexate toxicity. [1] Cutaneous ulceration has been reported as a sign of methotrexate toxicity. [2] Even low doses of methotrexate can cause early-onset pancytopenia and skin ulcers. [3] Majority of cases of cutaneous and noncutaneous ulcers due to methotrexate have been reported in patients with psoriasis. [4] The adverse effects of methotrexate may be classified as type A, dose dependent (methotrexate toxicity); type B, idiosyncratic (e.g., methotrexate pneumonitis); type C, resulting from long-term therapy but anticipated, based on overall drug exposure (e.g., methotrexate hepatotoxicity); and type D, delayed effects occurring even after discontinuation of the drug (e.g., methotrexate in the first trimester of pregnancy, inducing teratogenesis). Cutaneous ulceration due to methotrexate is considered to be a toxic adverse effect and is a rare occurrence-Type A.
[2] Montero and colleagues reported cutaneous ulceration in a nonpsoriatic patient with rheumatoid arthritis treated with methotrexate for 19 months at a dosage of 15 mg/wk. [5] Adults with rheumatoid arthritis usually begin with a starting dose of 7.5-10 mg, once a week and it is increased to 20-25 mg a week over time if needed. [6] Delyon et al. have described the features of skin toxicity induced by low-dose methotrexate. [7] Thus, there could be more mechanisms for cutaneous ulcerations other than the dose-dependent toxic adverse effect-Type A described. The first report of cutaneous ulceration as a sign of methotrexate toxicity in a patient without psoriasis was first reported by Ben-Amitai et al. [8] The fifth case in world literature of cutaneous ulcer induced by methotrexate in a nonpsoriatic patient accompanied by pancytopenia was reported by Kurien et al. [9] Treatment of cutaneous ulcer due to methotrexate consists of stopping methotrexate and observing for ulcer healing. No other wound healing adjuvant measures are described to be useful in the literature to the best of the Author's knowledge.
The Author here reports occurrence of multiple (two) cutaneous ulcers due to methotrexate in a nonpsoriatic patient. To the best of the Author's knowledge, this is a rare case of cutaneous ulceration due to methotrexate in a nonpsoriatic patient and probably one of its kind without pancytopenia or other hematological abnormalities.
